Dear Editor, Over the past decade, a number of biologic drugs have been approved for various autoimmune conditions which has revolutionized the treatment options, yet they remain the second-line treatment because of their high cost and potential toxicity. As hypersensitivity reactions (HSRs) following the administration of these drugs are a common entity, it requires close monitoring of the patients throughout the infusion for signs and symptoms of hypersensitivity. Hardly, few anaphylactic adverse effects have been reported for tocilizumab (TCZ), and the incidence is increasing over time, as skin testing with a test dose is not performed routinely before administering these monoclonal antibodies. Herein, we present a case of Still's disease who had a serious anaphylactic reaction after the second infusion of TCZ which required discontinuation of TCZ.
A 28-year-old female was diagnosed with adult-onset Still's disease 10 years back when she presented with complaints of high-grade fever associated with erythematous pinhead nonpruritic spots over leg, arm, and face; joint pain; and swelling involving both large and small joints without any early morning stiffness. She was treated with corticosteroids and injections methylprednisolone and azathioprine. She was also advised second-line immunosuppressants such as methotrexate, mycophenolate mofetil, and cyclosporine, but the patient was reluctant and did not start any of them. The patient also has a history of sudden onset altered sensorium, with no clear evidence of convulsions. Magnetic resonance imaging of the brain was done which revealed demyelinating white matter disease (acute disseminated encephalomyelitis) and recovered well with treatment (injection methylprednisolone for 5 days). Lately, the patient was admitted with recurrence of high-grade fever for 4 months, complaints of diarrhea, and vomiting 10-15 times a day greenish in color associated with erythematous rash [ Figure 1 ] and severe joint pain.
Blood investigation revealed decreased hemoglobin (6.8 mg/dl) with raised total leukocyte count (12.8 × 10 9 /L), serum liver enzymes (serum glutamic-pyruvic transaminase >200 U/L and serum glutamic oxaloacetic transaminase >350 U/L), serum ferritin (1650 ng/ml), and inflammatory markers (C-reactive protein: 86.5 mg/dl). Antinuclear antibody and rheumatic factor were negative. Bone marrow biopsy showed no abnormality. She was started on injection methylprednisolone (125 mg), injection hydrocortisone (100 mg) intravenous (IV) stat, injection TCZ (400 mg), and other supportive medications. With the first infusion of TCZ, she developed mild itching over the body. However, when she received the second dose of injection TCZ (400 mg), she developed light-headedness and erythematous rashes associated with fever and difficulty in breathing. Injection TCZ was withdrawn immediately, and the patient was treated with injection hydrocortisone and injection cetirizine IV stat and she promptly recovered.
TCZ being a monoclonal humanized anti-interleukin-6 receptor antibody, is highly efficacious in patients with severe rheumatoid arthritis, Castleman's disease (Japan only), and systemic and polyarticular juvenile idiopathic arthritis. Acute infusion reactions with monoclonal antibodies include mainly cutaneous manifestations, but anaphylaxis may occur usually with the second dose [1] [ Table 1 ].
Virtually, all biologics elicit an immune response with consequent production of treatment-induced anti-drug antibodies (ADAs), and due to drug interference, most commonly used routine assays cannot reliably detect ADAs in the presence of even relatively smaller concentrations of the drug. [8] As HSRs are always unpredictable, simple and reliable diagnostic intradermal skin tests need to be developed for patients as well as design desensitization protocols which aim to induce temporary tolerance to the drug, for safe re-administration of monoclonal antibodies. In our case, no reaction was observed at the first infusion, but an anaphylactic reaction occurred after the second infusion, suggesting an IgE-mediated mechanism and previous sensitization to this agent. Such mechanism has also been proved by positivity of the intradermal test in three of four patients who experienced anaphylaxis in in vivo skin testing for the diagnosis of immediate reactions to TCZ (Rocchi et al. 2014 ), suggesting that skin tests to TCZ might reliable tool for the diagnosis of IgE-mediated HSRs to TCZ. In patients who respond well to the drug or
Letter to Editor

Figure 1: Depicting erythematous rash on the face along with angioedema
Letter to Editor have no other therapeutic option, rapid desensitization, a procedure in which mast cells are rendered hyporesponsive by re-administering the offending drug/agent in incremental stepwise highly controlled manner, can be advised. [9] The first report of desensitization has been reported in a girl with Still disease [10] followed by reports of successful desensitization with TCZ in adults. [11] We strongly want to highlight and bring awareness on incorporating skin diagnostic tests in hospital settings before initiating the infusion of biologics, which can be a viable tool in hospital settings in developing countries such as India. Furthermore, a research on assessment of risk factors and relevant biomarkers for these hypersensitivity reactions is needed in assessment of safety of monoclonal antibodies.
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